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This guidance document,i$ being distribkd fiir coinl&&t&po&s &ly ” 

The objective of this draft guidance is to establish re&mmendations f& internalionaily~~rmbnizkd 
..,_ ’ 

repeat-dose chronic toxitiS~~te&ig. ” ’ 
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1. INTRODUCTION 
/ c_ ., .‘! 

FDA’s guid&i+ documenf’s,~incluiifing thi&.-giiiffi&$, 
responsibilities. instead, gtiidam%s &%&be the Ag 
be viewed only as recommetidatio&, ~$$s s~&ific cited. The use of the word ‘kshoui& in,AtiGn;i g;irda 

recommended, but not required. 

1.2. Background and sCope of thb guidance 
. . ,./ :; ^. 

, 
I,,’ 

The current guidance is one of a s&ies of guidances d&elojj&lo %dil‘%% tk?ii’&&i ‘a&&$a&& 
of safety data necessary for the defermination of accepfadfe ^daily inntak& @Di~~f&%%ina~ drug residues in human fobd. .fh-is ‘sufili;nce.4+s &-&w-w-~ ‘g~e~‘~~--sidera$o~ of Ihe curreet praeiices 

_-.,.. . . ,.jX.s j,. for e”a,uafing “eterinary drug resfdugi inhuiiian food ,n the‘EU1 Ija~~n~os~~~~~~~~~~~~~ J 

Zealand, and Canada. If also t&k ~ccourit”~~ai;ailatjie’dat~‘frorri^~ii~~~r~ic +nd,chrobl& &%ity’ 
studies. 

While, this guidance recomm%nds a’frar%ewo&%‘dhrc$ic toxicity~~~~~~“o~-;;;tterinary &ugs,‘it is 
important that the design of fhe le$i’r$aifis fl&G5le: This c$d$fiti& &% rist pr&&id&thti possibility of a,ternati”e approaches that ;na;.i>ifer,a. equi~~eni.~~slir~n~~‘of’l~~~~~,“~~~~lii~~~~~iitifi.~ilj, 

based reasons as to why chronic toxicity testing may not i-t&d lo’be Provid~d:~~~~~in’tti~.~~~~~xf of ;_ i,” ,, 
this guidance, t&4$ should be tail&d” to”&$qua~e’lj; e~t~~~~~‘E;2h~‘~ose-re~pon~~‘rklatijjnsiiip a no- . _..._ _>.,/, .i( > s,w*ry*,-:s,,.% ,,,, ,.,a‘” L: _./,” J, ,_ 
observed adverse effetit level (N6AEL) f6r &idtjl’5een follo6i”6~?%-onlc treatment. 

. / 
1 ,* 4. /; I I 

1.3. General principles 
,, ,‘̂ ; ~‘i ,,__ \_.* “+,:. *.* . . . . 1 .d. 1 “, .._a .A ,i*. -. $6. 1.. >\ ‘. 4 .X.“. 

Adequate toxicity testing should in&de ifie’&dmtn&$lon, &repeated doses to a&essithe’kf&ts of 
prolonged exposure to a parent compound and/or metabolites,‘to define the: to$e??ecti,$ ,(, ,$I, :, d compounds fo,,owing chronic expogtirel$nd to asce~~~~~~~~,~~~~~~~~~~~~~~~~~~~,~~t produce . 

_ . . __ ; , / ” .” i 
.“Tx.av” aa,, ^Q1 
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toxicity. Available information on the compound shouldbe &ied in “designing the’chronfctoxicity 
test. The data obtained in ttiis test *maybe u$ed’toesta6lish‘a”~~~~~~~~~.~ veterinary drug-. 

: ,“. 5.i 
2. GUIDANCE 

2.1. Repeat-dose (chronic) toxicity test 

2.1.1. Purpose 
I , a . 

Chronic toxicity testing is recommended to (I) &fine fb<ic gfl&cfs ‘&s&f’$ {&&L&$ &~~<~f&~ to c ’ ’ - 
I ,.#,‘,. * , .P G,~~~,“‘~ “*; ,,_ 

the compound and/or its metabotites, (2~i^de~i~‘farg~t’~~~~ali‘s and toxrcologicai endf%i’n~‘inrelatibn 
to dose and/or duration of exposure, (3) determine dosages associated with toxic.and‘ @ogical 
responses, and (4) establish a NOAEL. 

,,q 
1 

2.1.2. Selection of test species .’ 

Species selection should take account relevance to human metabolism, pharmacokinefics and pharmacodynamics, The geherail$d~~6~~d b&buit ro~~.ni~~~~~~~.~~~~~,~~~eniled’iS.~~e~~~f,’and.the 

default non-rodent species recommended is the dog. ” ” 

A review of available data on different chemicals tias i&nciusivew;ith t-e&&i to the &&&ion of the number of species needed ‘forchronic tijxici~~i;~~~~~“~u‘~~~i;:a~~.iy~g’bf aafG..haj; dia;ifj;‘tTiigigsue; 

In Japan, chronic studfes:‘are reouired’in two species: l-$otiever, i);;ith appropriate scienfifkc . *. / r.‘il*k.. ,^\S 
justification, chronic toxicity testing’may be carried out ‘in on@ one specres: In the- f%~&dthe USA ’ I, .) “, PI +” 2.” 1 i #.%“V, ““>*e-w*. i.iy,Yw”,,I*i. .d:r’x “-#.II”., , ,U% ..2 
at least one test species should be’used. Chroni;c”tii;Bti~g‘~~~~ld be performed tn the most 

~ 
,.baI 1- :u^r ‘-,‘) ,.“““““; /. 

appropriate species chosen on the basis of all‘availabfe sci’entifid daf&‘%%dinggb-day studies. 
I - 

__ &rr*y*~ ;,_ -A” ,Ayt”*%i rM.~l~r\5?-ic -de.. h;-i, .O‘.l,. L: 
The default species,recommendedWrs.the raf. 

&F”.‘..*‘,k,~:& .y;,,i: .i-‘,l~r*l,? ,_,: . . l,,, ” < 

2.1.3. Experimental design 

Chronic toxicity tests should be conducted in accordance “.fh “~rs~ni~~tian-~~r,~~~~~~~ic.-; ,-’ -- -‘: \*a,*. 
,. 

\ Cl’ ,“..~ I%+2 ..^+.” *. /, ̂ .v ‘,‘,< , 
Cooperation & Development (OECD) Test Guideline’452 “&ironfcToxrcrty Studies. ,.._ ” 1 

2.1.4. P&holo&cbl eliamination 

Gross necropsy and histopathological examination should be dei-formed ‘in ‘accordance v&h :‘ i ,,* ,* w. 29% ,&, *,*; * 5.d ,,r-o,-~>~~-~~*~ :,, 2 OECD Test cuiderines’4‘Ci~~~Repe;cTt~~~~~~~.~o~d~~~~~~~~~~t~ Study ,n Rodents ) and 4og 

(“Repeated Dose go-day Oral To%ity Studj?n’t%%rode%” 3, with the following amendments: o the following tissG;’ ?isd <hadid ‘tj;& exahrhg$j “Gb‘& (gtgrfi~~~:+~&~~~~{d jofi(), cKfbfal dr 

preputial gland (rodents only), .Harderian ‘g&id, lachrymal g&id:, :larynx, ‘nasal cavity, optic 
nerves,” pharynx, and Zymbal gland (rodents only). 

o for non-rodents; h&toijathofogicaI evalutitions‘should be ‘made. on :&Ii prescribed fissues‘ plus 
gross lesions from WG-h%l&. 

* ‘._ 
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